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Rheumatoid arthritis (RA) is a chronic immune- 
mediated inflammatory disorder, affecting 0.5-1% of 
the adult population, mostly peri- and post-menopausal 
women Advances over the last two decades in the 
early diagnosis and management have led to a marked 
reduction in long-term physical disability. . 


The disease is characterized by persistent synovial joint 
inflammation of peripheral joints, which if inadequately 
treated, leads to irreversible joint deformity and 
destruction. Poorly-controlled disease is associated 
with work disability occurring in a third of patients 
within 5 years of onset of disease [1] and reduced 
life expectancy, related to accelerated cardiovascular 
disease, infections and respiratory complications [2]. 
Today, early intervention with disease-modifying anti- 
rheumatic drugs (DMARDs) coupled with an aggressive 
treat-to-target approach has substantially reduced both 
disability and mortality [3, 4. 


CLINICAL FEATURES AND DIAGNOSIS 


The diagnosis of RA is based principally on the 
presence of a constellation of symptoms and signs with 
supportive laboratory and radiographic features. RA 
presents typically as insidious, progressive with pain, 
stiffness and swelling of the wrists, hand joints, elbows, 
shoulders, knees, ankles and feet. Hand involvement is 
invariably during the course of the disease and early RA 
should be suspected in any patient with features shown 
in Table 1. Recently new classification criteria have been 
developed with the main objective of identifying early 
disease and early intervention with DMARDs (Table 2) 
[5] 


Non-specific symptoms of malaise and fatigue are 
common. Many patients experience sicca symptoms 
(dry eyes and mouth). Subcutaneous nodules is a 
feature of rheumatoid factor (RF)positive disease, seen 


more commonly in smokers [6]. 


Investigations 


Non-specific elevation of the acute phase reactants, 
erythrocyte sedimentation rate (ESR) and C-reactive 
protein (CRP) is common. The RF test is positive In 70- 
80% of patients, but less so in patients with early disease 
and elderly-onset RA [7]. The anti-cyclic citrullinated 
peptide (ACPA) test is useful in the diagnosis of early 
RA, having a better specificity than RF for the diagnosis 
of RA [8]. It is important to do plain x-rays of both 
the hands and feet (even in the absence of foot 
symptoms) to look for the typical features of uniform 
joint space narrowing, juxta-articular osteopaenia and 
marginal bony erosions. These changes are seen mostly 
in the wrists and metacarpophalangeal, proximal 
interphalangeal and metatarsophalangeal joints. 


A few points need special mention with respect to 
diagnosis: 


@ RAcannot be diagnosed in the absence of at least 
one swollen joint 


@ RA invariably affects the wrists and/or small joints 
of the hands during the course of the disease, even 


in some patients may start in large lower limbs 
joints like the knees 


@ An isolated positive rheumatoid factor is not 
diagnostic of RA. There are several other rheumatic 
and non-rheumatic causes of positive RF test. 


MANAGEMENT 


Treatment in the first instance is aimed at reducing pain 
and discomfort and preventing or minimise physical 
disability[9]. Medical therapy often needs to be 
complimented with occupational and physical therapy 
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and podiatric care. The principles of treatment are 
summarized in Table 3. 


Synthetic disease-modifying antirheumatic drugs 


The traditional synthetic DMARDs, which include 
methotrexate (MTX), sulphasalazine (SSZ}, chloroquine 
(CQ) and leflunomide, all have the potential to alter 
the underlying chronic inflammatory process. They 
are most effective when introduced early in the course 
of the disease, ideally within 3 months of the onset 
of joint symptoms. The clinical effects of these drugs 
are only apparent after a few weeks to months after 
initiation of therapy. MTX is the most widely prescribed 
DMARD worldwide, prescribed either as monotherapy 
or in combination with other traditional DMARDs or 
biologics.. In refractory cases, the combination of of 
MTX, SSZ and CQ is particularly efffective. Leflunomide, 
although effective as monotherapy, also works well in 
combination with MTX. DMARDs are to be continued 
for as long as they are effective and do not cause 
potentially serious adverse effects. Hence, careful long- 
term monitoring for adverse effects is essential (Table 
4). 


Symptom-modifying drugs 


Simple analgesics (e.g., paracetamol), non selective 
non-steroidal anti-inflammatory drugs (NSAIDs) (e.g. 
naproxen) and selective COX-2 inhibitors (COXIBs) (e.g., 
celecoxib) help to relieve pain and stiffness, especially 
early in the course of the disease before the diagnosis of 
RA is confirmed and in patients who have an inadequate 
response to DMARDs. They have no effect on the 
underlying disease process. Failure to respond to an 
adequate trial to one NSAID, defined as the maximum 
therapeutic or tolerable dose for 2-3 weeks, is an 
indication to change to another NSAID. These agents 
should be used judiciously because of the potentially 


serious gastrointestinal, renal and cardiovascular side- 
effects [10]. 


Corticosteroids 
Corticosteroids (CS) are effective in controlling 
inflammation, but potentially serious adverse 


effects, especially osteoporosis, preclude their use 
as monotherapy. Low-dose oral CS (<10mg/day) are 
particularly useful as ‘bridging therapy® during the 
initial 3-6 months of DMARD therapy. Intra-articular CS, 
either methylprednisolone or betamethazone, are an 
important adjuvant in the local treatment of synovitis. 
Joint injections should not be done more than 3-4 times 
per year. Higher doses of oral CS are indicated for extra- 


articular complications (e.g., scleritis and rheumatoid 
systemic vasculitis). 


Biologics 


The introduction of targeted biologic DMARDs some 
twenty years ago has revolutionized the treatment 


of synthetic DMARD-refractory RA [11]. They are not 
indicated as first line DMARD therapy ahead of synthetic 
DMARDs. Because of cost contraints , there is limited 
access to biologics in South Africa. The TNF inhibitors 
were the first biologics to be used in routine Clinical 
practice. They include etanercept, adalimumab, and 
infliximab, and more recently golimumab. Although 
highly effective, this class of drugs are associated with an 
increased the risk of reactivation tuberculosis (TB) and 
other opportunistic infections. A plain chest radiograph 
and either a skin test or and interferon gamma release 
assay (Quantiferon Gold assay) are mandatory to exclude 
active and latent TB before commencing TNF inhibitors. 
Other less common adverse effects are demyelinating 
disorders, lupus-like symptoms, lymphoproliferative 
disorders and congestive heart failure. 


The newer biologics with different modes of action 
include rituximab, an anti-B cell monoclonal antibody; 
abatacept, an fusion protein inhibitor of the T cell co- 
stimulatory pathway; and tocilizumab an IL-6 receptor 
antagonist. In most cases these agents are prescribed 
in patients who fail to respond to TNF inhibitors. All of 
these biologics are increased risk of serious infections. 
Various biosimilars of these originator biologics, which 
are as effective but less expensive, are being increasingly 
used in many parts of the world. Currently none of the 
biosimilars have regsitered in South Africa 


Finally, most recently, a number of small molecule oral 
agents that target intracellular signaling pathways have 
been developed. Most of them target the janus kinase 
(JAK) pathway and first of these to be registered for 
clinical use has been Toficinib. Like the biologics, are 
effective in downregulating chronic inflammation but 
at the same time increase the risk for serious infections. 


MONITORING RESPONSE TO THERAPY 


Serial monitoring of disease activity forms the basis 
for the treat-to target (T2T) approach to control 
joint inflammation. Since there is no single disease 
parameter that fully captures the overall severity of 
joint inflammation, composite scoring methods, such 
as the 28 joint simple disease activity (SDAI) and clinical 
disease activity (CDAI) are used in clinical practice. These 
composite measures are based on clinical assessments 
of the swollen and tender joints counts of 28 joints 
(Figure ), patient and physician global assessment of 
disease activity. The CRP is the additional laboratory 
measure included in the SDAI (Table 5) [12]. Synthetic 
DMARD therapy is tailored to maintain at least a low 
disease activity state. Biologic DMARDs should be 


considered if low disease activity is not achieved with 
the synthetic DMARDs by 6 months. 


COMORDITIES 


Comorbidities are common in patients with RA and 
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are related to both chronic inflammatory state of RA 
and the drugs used to treat the disease. In the South 
African setting, acute chest infections and TB are a 
major concern. RA is also associated with accelerated 
atherosclerosis and increased risk coronary artery 
disease. Peptic ulcer disease remains a major challenge 
locally because of the widespread and often injudicious 
use of NSAIDs. The risk of osteoporosis and associated 
fragility fractures is increased due the chronic 
inflammatory state and use of CS. 


SUMMARY 


The T2T approach aimed at achieving at least a low 
disease activity state with use of synthetic DMARDs, 
especially if initiated early in the course of RA, 
substantially reduces the risk of joint deformities, 
physical disability, need for joint replacement 
surgery and premature death. It is thus important for 
primary care practitioners to refer suspected cases of 
inflammatory arthritis early for specialist opinion. 
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Table 1. Features suggestive of early rheumatoid 
arthritis [13] 

e Early morning stiffness > 30 minutes 

e > 3 swollen joints 


e Positive squeeze test (pain on squeezing 
metacarpals or metatarsals) 


if 


eh ic 
Table 2. 2010 Rheumatoid arthritis classification 
criteria (5) 
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Table 3. Principles of management of rheumatoid arthritis 


e Ensure correct diagnosis. 

e Joint protection education. 

° Discontinue cigarette smoking. 

e Early intervention with DMARDs for persistent synovitis. 
° Pain control with analgesics and NSAIDs 


intra-articular steroids for one or few actively inflammed joints. 


Low dose prednisone (<10mg/day) as ‘bridging therapy’ in combination with DMARDs. 


° Biologics for DMARD-refractory disease. 


Table 4., Traditional synthetic disease modifying ant-rheumatic drugs 


[Drug | Dose | Adverse effects Contraindications 


Methotrexate 7.5-30mg/ Gi intolerance, mouth Baseline: FBC, LFT; 
week po/im/sc | ulcers, headache, alopecia, Follow-up: FBC, 

Folate 5mg/ bone marrow suppression, AST/ALT every 2-4 
week (at least | hepatoxicity, hypersensitiv- weeks then every 
24 hours after | ity pneumonitis, infections 8-12 weeks. 
MTX dose} 
200mg daily 
(4mg/kg of 
chloroquine 
base) 
2-3g/day in 
two divided 
doses 


Chronic liver disease, 
alcoholism, hepatitis 
B or C infection, ad- 
vanced HIV infection, 
pregnancy 


Chloroquine Gi intolerance, bulls eye 


maculopathy, hyperpig- 
mentation, neuromyopa- 
thy 


Gl intolerance, erythema 
multiforme, headache hep- 
atotoxicity, thrombocyto- 

paenia, agranulocytosis 


Advanced age, renal 
dysfunction 


Opthalmological 
examination at 
baseline and 6-12 
months thereafter 
Baseline FBC, LFT; 
Follow-up: FBC, 
AST/ALT every 2-4 
weeks then every 
12-16 weeks 


Sulphasalazine Sulphasalazine-in- 


duced erythema 
multiforme-like rash 


Leflunomide 


10-20mg daily | Diarrhoea, alopecia, nau- 
sea, hepatotoxicity, rash, 


bone marrow suppression 


Pregnancy Baseline: FBC, LFT; 


Follow-up: FBC, 
AST/ALT every 2-4 
weeks then every 


8-12 weeks 
GI - gastrointestinal; FBC - full blood count; LFT - liver function test; AST - aspartate aminotransferase; ALT - 
alanine aminotransferase; 


BP - blood pressure; U&Cr - urea and creatinine. 
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Table 5. Rheumatoid disease activity indices (12) 


-_—OO Ow eee SSSSSSSSSSSSSFSSSSSFfSsSFSFm 


Component SDAI CDAI Tender joint count* 
0-28 0-28 

Swollen joint count * 0-28 0-28 

Patient global disease activity0-10 0-10 

(VAS in cm) 

Clinician global disease activity 0-10 0-10 

(VAS in cm) 

CRP in mg/dL 0-10 - 

Range of total index 0.1-86 0.1-76 


Cut-off values for disease activity states 


Remission <33 $2.8 
Low disease activity <11 <10 
Moderate disease activity <26 $22 
High disease activity > 26 >22 


SDAI: Simple disease activity index; CDAI: Clinical disease activity index; VAS: Visual analogue scale 


Figure 1 28 juint homunculus assess disease activity in rheumatoid arthritis (only the joints filled in 
black are assessed for swelling and tenderness} 
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